June 22, 1954 


Dr. Earris Isbell 

U.S. Public Health Service Hospital 
Lexingtqn, Kentucky 

Dear Dr. Isbell: 


I have gotten together all of the information that is presently 
available on the substance Bufotenine. The source of tfci .3 is almost 
entirely confined to a talk given' by Dr. Edvard Evarts at the American 
Chemical Society Medicinal C hands try Symposium at Syracuse which I 
attended last week. 
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Monkeys are regularly giveg, doses of 1 or 2 mg/kg of the material 
1.7. At this level the aninalo are evoke but totally blind for about 
on hour. Muscle strength ceosis normal but a profound ataxia prevents 
walking. The vestibular mechanism, -.doesn’t scon to be affected as the 


animal rivhts himself if 


deans on his back. These treated non 


keys are uniformly timetable and- '.'ill not bite even vh.cn fingers asm 
forced into their mouths. They persist in thi3 attitude long after the 
blindness^ add ataxia veara off. Monkeys which ware given about 6 ag/kg 
I.V. died in convulsions resembling those produced by strychnine as did 
sense dogs at about 3 mg/kg I.V. The behaviour of dogs at 1 or 2 mg/kg 
is considerably different 1'rcr. oh 


at cf the monkey a . 


vnereas tns monmeys 


lie quietly and are very tractable, the dogs howl and indicate an ex- 
ceedingly disturbed state of mind. 


— . oivwLj, .n ox i a -j - i. - ^ u.'.ie ox luiii m aonal « no said boas 

•ms were dried and then powdered and taken an snuff. 

«* .b. * ... . 


* vwt 


concentration of active principle in the berm, it vas calculated that 
if, the nasal cavity of a person vare completely stuffed with ground 
bean, the total dose per ran would be about 0.5 mg. Since the natives 

UoUw^.ap o»co— m.^roe a.-— .o x..— .v.*ra . . .._-f '■—* ^ j. c. a ^ as uoux-xl mm* o j 

mac drug is active in a dose of perhaps 0.1 to 0.5 mg per cm.'"* 


From all that I ear. gather, the activity cf thin material is cuali- 


tativoly almost identical to that of the drug you have been using but 
may be quantitatively lorn patent. I have boon told thus it is stable 
and can be given orally, although in Starts' experiments, the 1.7. route 
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Br. Isbell 



June 22, 1'J^ 


I hope that I have been able to provide, you vith enough inforra- 


tlon here to allow cor.s preliminary trial 
and stability, etc., vould be vastly sing 


i. The prcbleue of supply 
ified if this drug could be 


used in lieu of the one you have been investigating. 


I*a looking forward to seeing you vhen you are down here next 
Eonth. 






LSD DOSE -EFFECT DATA 
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Respiratory I 

Sate ? 0.15 

0.01 

0.43 

0.2 
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Body 
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-0.48 
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0.39 " 
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MR 
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50 

• 
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4 
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0.75 

1 .0 

.71* 

1.62 

! .33'''"''" 
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Significant at 5/S level. 
Significant at 1 % I e ve i . 































Nofes on LSD Dose -EFFECT T a bl*e 


Data on respiratory rate, body temperature, knee jerks and 

° °° d prcssure " ere S^Phed. The pre-dose values 
for each. measure were averaged and average 

line. Area under curve over S-hour period 
measured with a planirjcter. ^his yields a 


w ^ w i ^ w tin a pign i rcc 

inches ( effect hours ) v/h ich ref 1 ec t s 
course for the eight-hour period* 


the 


drawn as base 
past -dose was 
' igure i n squar 


tota i t ime-ac t io n 


Average results on 2 placebos for each individual were sub- 
tractec from result with various LSD f icure s , o i v i no a fioure 

statist *cf M nl / L ^° T hese figures were then analyzed 

statist ica I I y , using the 4‘ r test for paired obser va t ions . 

Tne significance ratios are all in terms of that dose against 
placeDO. As, yet differences between LSD doses have 
analyzed* 


no 


oee n 


Note that respiratory 
s ign if ica n t < 


rate 4 body temperature changes an 


no 


•Significant changes, were obTffrrred in knee-jerks, systolic 
blooa press ure , . 4 papillary size. The pupillary change is 
the most sensitive and significant measurement. Although 


average changes in knee Je rks we re : a ! wa ys in the same direction 


ch a nge s 


could not 
This probably was 


be s ho wn to be s r*g n I f i ca n t at all do s 


due to the' fact 


that 


knee 


I e v< 


. . — ...... . jerk was y 

clinically^ rather then being 'measured quantitatively. 


■i ve 


in a number of posit- 
doses of 0.5 meg /kg and above 


Significant changes we re observed 
answers and in clinical grades at 

Although time has not yet permitted ca I c u I a/> Io n of co r re ! a t io n 

coe ? f i c i e n t s , it appears that both these measures will correlate 

with each other and with blood pressure and pupillary chances. 

In other words, the degree of pupillary d I Ut-a-t ion reflects 

the c' oo r e e of <nc n t ^ I /- K p m T 

•“ w • ^ — 

serves as a check on th. c other. 


* * j w*i^, m<u a •} u j 


Trve Irregularities in the ^rc s u Its at I.Cand 2.0 meg/kg are' 
guc in part to omission of one very sensitive subject from 
t he'se do sacc levels. This results in a decrease in the mean 
effect at these doses. 


v ery good dose response curves were obtained (considering the 
small number of subjects) when mean responses were plotted 
against log or Gose. Variations -from straight line were chiefly 
at those dose levels 
sens i t i ve individual 


which did not inefude 


the 


one extremely 



